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FIG, 1 




(a) DMF. RT (b) AcOj. HS-ISCC (c) i. CHCI3. 80"C; ri. cat. NaOH. ethylene glycol, 130X 
(d) Brj. NaOAc, HOAc, 40**C (e) EtOH. 80X (f) NEt 3. cat. DMAP. 1.4-dloxane 



FIG. 2 



o 




a EtjZn. AICI3. CH2CI2, -SQOC- rt. b R'substituted-o-aminobenzaledehyde. 33% KOH. EtOH. c Br 3. NaOAc, 
HOAc. d EtOH, 8O0C. 
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FIG. 3 




FIG. 4 




a. P(OPh;^5, pyridine, 55 X. 14 h; b. R'" substituted aniline, 55 X. Ih; 
c. TMSI. MeCN, 25 X, 1 h; d. Kl, J^COa. DMPU; e. EDC, HOBT. 
CH2CI2. 
A4=C or N 
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FIG. 5 



Scheme for the generic synthesis of benzimidazoles 



^ '^^^^V'NH2 H R- H 




a K2CO3, DMF. 125°C.16h. b H2, Pd/C. rt. c D- Boc-Ala-OH, EDC. HOBt. NMM. DMF. 
d HOAc, 90°C. e 4M HCI in dioxane, EtOAc. rt. f NaBHSCN. MeOH. rt. g Bop-CI, EtaN, THF, rt. 
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FIG. 6 



Part A 

H 2) EtgCuLi 'Vrf^'Xx'*^^ 



R'-C(S)NH^ ^ £^R- Br, 



EtOH 
heating 



s...y^ ^ 

R'— 4 H NaOAc R'— 

— ^ HOAc 
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FIG. 7 
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FIG. 9 
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CH2CI2, RT* 




NHBoc 



5% aq. KOH 



70*^0 



NHBoc 



TMSI 



CH3CN, RT 
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R'VC(0)H 
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RT 
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RT 



RIV 
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Ref. Nielsen. F.E.; Pedersen. E.B. Tetrahedron, 1982, 38. 

FIG. 11 
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FIG. 12 




FIG. 13 



11 Me 1) Isobutylchloroformate fi^T^O p-Phenetidlne I I H 

HCrV IL JL JL Me ^N^NH 

NHBoc NMM.CH2Cl2,-20-C ^N-^N^^ CH2CI2. rt ^^^^^ 

2) 2-Aminonicotinic acid NHBoc V^^O 

Me 



1) Isobutylchloroformate 



NMM,CH2Cl2,-20'C ^n^n^'^^^'^® CH2CI2. rt ^N^N^^^'^v'^^ 



NHBoc NH2 

XVII ^ ^ OB 



3-Pyridine 
carboxaldehyde 



Na(OAc)3BH 
dichtoroethane, rt 



9 (^^^Y^ 4-(TrifIuoromethoxy)phenyl- -^'''^y^^N'''^^ 

;„ "-N'J-N-V*!^ EDa.HOBT,NMM.0MF,, ^j^jnQO 



XVIII 3.16a 
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a. P(OPh)3, pyridine, 80*'C: b. p-Ethoxyaniline, SCC; c. TFA, DCM; d. 3-Pyndylcarboxaldehyde, 
NEts, MgS04. DCM; e. 3-Fluoro-4-trifiuoromethylphenylacetlcadd, BOP-CI. 



FIG. 15 




a. NEta, DCM; b. EtOH. 90X; c. BOP-CI, DMF. 
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FIG, 16 




a. HCI (gas), EtOH; b. NH3. EtOH; c. TBDMSCI. Imidazole. DMF; d. K2CO3. DMF. 
50X: e. HCI (cone). EtOH; f. MnOa. DCM. 




R = OMe, COOEt. CN. 2-pyridyl 



FIG. 17 




a. CF3CH2CH2I. K2CO3, DMF. SCC; b. LiOH. H2O; c, BOP-CI, NEtg. 
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a. iBuOCOCI. NEta, -20''C: b. IBuOCOCI. NEtg, OX; c. TFA, DCM; d. 3-PyridyIcarboxaldehyde. 
NaBH(OAc)3; e. 4-Fluoro-3-trifluoronnethylphenylacetic acid. BOP-CI, NEta. 
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FIGURE 19 
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